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Abstract 



A method and system for localizing a diagnostic or therapeutic agent to an internal target site. The system 
includes (1) an epitopic compound, (2) a binding protein which is effective to bind specifically with the 
compound and capable of localizing selectively at the target tissue, when administered parenterally, and (3) 
a clearing agent which can bind to and cross-link the binding protein, to form a protein aggregate which is 
readily cleared from the subject's bloodstream. In practicing the method of the invention, the binding protein 
is administered to the subject parenterally, and allowed to localize at the target site, typically within 1-4 days. 
This is followed by a chase with the clearing agent to remove circulating, but not target-localized binding 
protein. When the epitopic compound is administered, binding of the compound to the localized binding 
protein, and rapid clearance of unbound compound by the kidneys, results in selective localization of the 
compound at the target site. 
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^■>#««A*<*4. ±S2©ri < . 

®tt«**«L»4 £ &**»UTlr»4. 

©*a.«sa-r4J:-5c««ufc»-ew«*nx^ 

4. t-**-y£J?H*fc* U- h * ft ©?£{$£«© 
«»*tStt±KC»UX^4. 

amu. tsa&*©i£. jktiifr&aKtteawa 
fit 4 * * © * y a * ©lift e b x 

t>4. a»««^aib©fc>!)^«. £©*yx* 

it. waa+cx«»ttc*^*«at*+4c 

i. ^<^Sx*4. * ©*H*»cHOX. 
C ©fn^ttiBiS'X^KX©^**!* <* trtt^^A 
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< fct*C <fca<ift3^*4.**j50*&500 
^/w h y ©|V!©;*;3 $ ©*5B"C, PJTTl^ia 

&©H*©a**ea-3HTHT<>J:^. BUI 

tt«ffi^ts*&A*©att«(4tt. ^< 
c©xf h-rttft^*K:tS*r*oc^Kxcttr 

*#tt*ttjDttK:«*.T^4 C ^jft<tStt$4l4«: 

^■5. *n*A. «»»«*>■ J: tfxtf f - ritft- 

#S?-Cfc4. 2 0©Htt4 UTftBft© 



»raeaS3-5033 (10) 
*4/w y «/ v r© 2 noufk^siTCBss 

,000 *ITV*4. JfcEfStfNti 4,<74.B93*©«*iCM« 

B - ij *>4l^tt^-f 7* V K-7 Cftli, 

* 2 <DR«C«f 4M**»t»U»4> 

ti4. H»£**4l*ttH»£*©»*att©^ 

Kfr*4^ttPab Bfr^. *«4fltaR«:jttLT» 
£$*i4IS£SI#*tfr 

1^>©M©. *4^tt3e*tttt#«ft*tt*catt 
©tt«c»UT1t«»*3fc£*tt**. xfh- 

ri±ffc£&K#l>TftflfllfcMab ©**£#»?£,*; 
*)^^c$HfcFab £4t'tt P <ab')« Br^Tte^ 
5tt4. £©&!££. COnAKX/^tF 

»; 4 h 7 * ( 



*©--*«ttKKc* »> ^7t r>j *&catt 
£©=*ttttHlRtt. ft#8PK-cDT $ y 

»+©u7tPi /u&c&ttr 4 

*tt. 3&#k£*0T*4. 

u**y) cft¥tt£iSttr*nft4. 
:fl)My]7^ x><*+©«#Wfi-tt. *aa 

aa?#ifc«**c«i-4«^iii»tt©*4ts*t 

ua©attfteaLfc*4XJktt*-c«£. c© 
a»T©aRWttaafcttK«f»iittc«^< 43 

^***aRttir*a**4^ ***©«*«:» 



i£LT^4. C©*ffi©fUjSH:. 
>*a»*4©#J:!>liS**£i*cfc4. 
©HJfcfl5*6«:. C©3SrttCJ: 9artL»4» 

«»ft*ii«©jBSft©a**aB^T^4 . 

*»«©** ©»£««:. ses c£4te£?y 

A**©aa*&**«»*-*fc»>. is** 
c ©$$£:? x tt. A5ia:$ nfcffigA©iLtS 

+ T«aUT^4. C©«3*tt. Wrac*flt4ffl 

a*tt**att4©c. #* l, * 

?*>4. c©K3tt. Hlt^48*^^^ 
*n^i, c ©* ar^so.ooo^ 

1 : 4 ©* : X fc - K - 7' * * it *^ * *l 

±©*iHt©x h 7 rTR»*n4, a£«c 
£4* ?©**.£&, «/c#tt^^y^^T 
< i<)2-^©xe^-r^^SIH^^*B•r4c 
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A®{*fflK**6 1 *3©tf£ LC^^JWtt, CCD 
$S£*yA*K^tt£ttct2«a$n4£<©x 
t: S -VXfc£$*i4 A©** vtOTth*. BIT 

©*««3Ttt. Mibi*tt*L^O*»r*fc«> 
V - BAB8-E0TA -CoTRSJ tv /c A © h 

7 V y*fc*4Bfe£M©tIB#i£^*ftT 

t*4. COMabstt. 8 1 04>© A B tjh* tlX 

a. y/<^<DMft 

*aE©;frfctt, HJgHTJS. F*9£Sf3 . &4W* 

«tt^©. N!flm**t*i*ttlttt*K;i|®KSfl 

ST. BX&f*!. is J; 'J y^JBrtoj; -5 tt(b©8 
Bt>. *&&©t*j$k$£<* n4 . c 



ffMB 63-5033 (11) 

©*y A ^ JfiLTflE A- -s> . ttWIK (BCP) 

£©* * ©$5tfi©tf fft©fc»tc. 

iaj*awacx!t^xstt<*n4. c©«a©a» 

fcfflAttftfflttx e h -rttft*»c«M Lttn. 
&A£ftfci*£* cofiti. ft&©&fi&ra 

a* (0BHC*#ttV»4 t C © g IS K tt , WflE 



fe**CiCJ;9. fc«fc*2fe£$*t&4. -Jfttt 

*8 4 fc»C«*L«fct*iWftt 6 ft t' IS 6* V* 
^©fttt, c ©* /fc£«*©*li£3£J3tC# 

©g££I(C©ffi:fcK:*|UXtt l<w©ffi*£^** 

*y/<£©isi£*tte#Kfc#'f4i:^-5#;iK 

;:©^*f r©8F3Si*, x tr h - rft* u - h c 

l<I©x tf h -■rf4ft^!fcK:Hi-T^lO , «- , ©»S 
££8t**r-r4!fffcK:*lL,x. ftlO- 100m® ft 



ttS© lo't'l'tt. ftlOtn-lOOng ©raTC^^^-K: 

Wv*x. x h h r try y*<9*JfL^ 

X3/a£*tft4. 

raxt*. c©i&6* vrt* a, «ft«tt*ftfx* 
<<&©&KBfcHttc. M^^o<*iia*n 
^n4. ram©»^xtt, «»«ttx©«f*^y 

tHm5 Xffi^$*l4. C©*(ft«l5tt. S2AX 

ifiLTCE . ifim. *Lx«8*©K8c«-r4K*©^ 
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*y/<£©u^^c£>l><h(>il?©£^;itc<fc« 

^ a t, r ^ * k * a & & h a a c s* * s n * . 
m 2 H«>+*»fcjf **itv*4 team*. 

^TOfi^^^/^ <tRfe£#J £©&<&&©$*. 
feitfRBS CJ; ft C*l&ft^ft©iBiS#&Sfc£ 

£ftt*. ffFfS. RES k: J; ft &&*© c 
£0ffc£ c &*<ac 3*iTt* ft. *©fliatt. 
&£©*«>£. c©B^ffl(*i!li»©#fflc£'>£ 

*n*Acjk*o*«ctxcjB« 
fb^x^ftfc^:? y/<^oEictt. «±a,£12 

nfcfcA©ifciftC*ft£$Cit»Lfcffift©#fi 
CKILX. tf£ L < tttt 1 : 5 - 5 : 1©|B!©* 
^ifcX*ft. fSttWS 0?- f i3C 
24*|Bfttoillia + c«»d*LXi»fttt#»W:. ft 



»B|BB63-5033 (12) 

*WKtttt»t,fc**0Wi5-25K©lwefc«. 
c ©tt£* y/<* ©Ife£©fc«>©4i9iffi, r« 

«£<DJS*X*J:V. LfrL. TCfcWClitfj 0.5 
- 1 l*BB©«5HX*ft . XJIEM5 ®T-9frt>t> 
ft*areffr£fc ±x, JftLiGc 9 & 

&*nfc (24*nttatttx 7 x t* k 

-7'tt*t'-h©fltXiI8£Tft<>:. 1 ttfifl® H?£ 
BffXKfrOflL+u^^a*). ft*ttA«24l» 
fflXtt25tei*d>U H*C*?*6 < ii8i*xsaB 
fflaxff^nft«fc*j#<©+u-h0 3t»tc. ^ 

< <D* M<. <**t*:j&&4J3©t5i*jJ!I/5 
HMrtCXillBLXUfc. Jllttt**©* 

zommt. jULtt^&offaLx^ftMikffl^ y 

0ffl8«l**KH UXttKftfcttfl^ffll* ft 
jftx. HWK**W#cJ;*BR*ftx^« &o 
<fcl3*RX*>ft (Goodwin. 1984). 



ff * L < li|&JR*Kl5^$ ttft. &20OT&C 
KWa? tixviftc. c©B»*c«:. tfSckftjllL 
tt4*&0iSatttt£«:l*tt4-ft. m$£{£LK8Cfr 
c <k ft c ©ft£&©iBa£&i£;M<a#5ftft. 
tt*Lfcx fcT F -rttfc*ft«Dltt. ifc£«J© 

BttttttCft6ft*<J!rfl®aft£ttft o Kit* 

$nft. is^^ iPHtts. c©ft<&fcc&r 
ftS£*y^*©K*D©te£T7-(-*w-<!:& 

ft i 

*H*«M-7ttXH«« $ tt0F&© 1 -9X 

1*. *JfcW 5 Kft'atXfc ft*<, 8lEfA©BLEDTA 

h-h^yx^x'jy *< y ^ a/ -bdta-io fifti 
Mac* 4ttf*Ki*&ra& l »HTH*Lfc. ft 
^«5lS4ft 3f*|B1C#ttft, JGftAtf£«tai£D JdffiE. 



is®. * tta* ©fib©tBHB^©#?&. 
ftc»is<-ftiiJB/ii*©*»tta(tJt** i $ 

tt#f 5 ©&2 CC^f. *CCH«b*lftcJ;-5 C. 
!*# + ©&**&«&©* t*. jfiLME 4> © **t© 
10*, *UXtf»iIFB&*#tf±BrtBH'g* 

©*4t©#tex*> -> ^niitiRt. 

*R»*Ukt*X. ft ft & W 23 Ifr H & © I fill X © 
ft^*oBt5A**JK*« 5 ©£ 2 b c^t. 

1 jfefcxfcft . 

Xlfcfl 6 X#a^4 i"5— ^©BfRXtt, ±B 
HC3AlUft#*a*U. ^nu:tt§20l$rBTa^ h 7 
^ ^ 7 x 'j y ffi tS TBEDTA-Co C «fc ft ig £ L ^ ff 
fc. ll$r«3^, '•'In-BLeDTAIV^Jtjai, 3^reltc 
^^:*?ffl?3E/bi:»KX©]S}E*^$^^. &8£ff 

nft^-^tZ, Tf^(K),^%(B) &<fcO ( jiaJ!I©J&j[g 

(t) 4>©«m©^?£*^ris«*4ifo. asati 

Htt 3 l»RS©U]l. ifcfc. * OXlfe©4I«|^©ig 
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ott^^^tS 2 c*©r - * *• c © 

&©J;*>Bnlfc*K:.fc4fc©"C**-5. 
)R 3 0 B 3 SI A « »&ft L fc O b © t 

®WtZ$>Ztf. ft««rtt4249Hffc©<Ikfe©& 

#tt±a<»«*ft4*a<a»**i»*. c©#fc 
8iBiK£ftfcinttg${4^©eitt#Sttffi&©E& 
*S8£bfc. te&ft 4> b < «&&il&ftft©ft 

K»ffK**Mttffl©**£t*$a**ttfc»« 

natx. * t/t^ v * f ? *> v y is^ju, ftizm 



»!HiB 63-5033 (13) 

© * « PJJ * *> o tt It tt W ft a< ft W ft & ft ft c ffl ^ 
&4t#4. C©#tt7tt.. *MM B l»lffl© 

• * ° T c * J: * tt JH 6 8 # CD 6 0 C a (0 H # «■ IS ffi * < fe 

Jifiiieafflte«gei4 s on* ?©»*«*< 

tt&fctt*"C***5> hoy x * y > 9 y 

- (PET ) £*Ttt4{£B?*>*. tt 

IP»aftft*fto»Bc-J: 4iB2tt»*si. * 
#*-e©ft^*c(*ltt1-4iStt*«K«K:» < z 

&<&ft©$£. »£ft»ffi7©ttMttttffl©E5V* 



BfrlKfcfc *T©4* + ©K u^*©ttMttttfi 
©*:«>«:, S^k&^t § * 9 y>< * ec*S6 Lfc 
^JS©lc«t *5S^trtt. #Aft 

***!>K«*a*c a* l « v n wf « & « n 

£ < ©iSBHSBHHCfc^T tt»JH!ft4rt<Mll$ 
Tn*, ♦aW'Ctt. 8«ffitte*M*4KiBK© 
y/<* ©#&©&#tz. *©tttt^©JBJM 

JS§iS{a©7Si$K&&ttfc&^$&*ra<S> C ±j&<«t 
& <fc « 4 • 

a<D«»tt«»a«tS!iit^4^. *£9i© 



TBEDTftg) 8183 

1.4-7* y JH*ALdrich Chemical Co. 

' (Milwaukee, HI) 4< & $ ; p - 7 o * 7 -ir h 7 $ 
K^"y f /UEDTA (BABE-EDTA) l£, OeJliemer (1981) 

ir^ '"InCli fc£. fledi -Physical £ # . DeRiener 

io«*^ja«©i.4-7* y ^ - a/*£7K«? 

&E£l5al4i-C BABE-EOTACtt^S*^:. * b "C 
*©*«**»ft^'h »; Htpfl 8.2CD31I L/c. 

t ^ - ^ - L /: ♦ ^y-^iSKrytiU 

*?$^ (1:1) SIKST^ 1 ; *y^«TJR5BL 
V**-f9 y-BABB-EOTA(TBEDTA)^ 

igJs^^o.iHS^sfij^ici? 

TBBDTA©Co^ fetiln^tj^^^ - 
^feC. J3t^^^ ^ y © A -> A: 0.0l»«Bt«r50/f a 
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^$tt©0.5nrt TBEDTACftlA/c. # /V * 
yy-*&£#. C<D*gfc£NaHCO a T**a L . TBEDTA 
-In TBEDTA- Co /b-^ t£ , *ft<FftTLC "C 

m-ORf/fi*^ L/C. 
%Mff< 2 

Antl-TflfiPTA-Co Habs CP |g S3 

4 - * - /V U^vl 1 ^ * ■> T - V (Keyhole 
limpet henocyanin ; XLH)ti. Calblochem Co ( 
LaJolla.CA) frb'&tz. 

31. 2- 4 5 y U- r <b . * a- It 1 : 100 C ^ 
1Kb, 4-*-jKV7^V^J^«L, x/ufcK'J 

;VCDj9flJ ©BABE-SOT A- Co *»«©«fe^<C 

T ^ $ ft * s 
KLH---MH-C(KK«)-CBi-CH*-CCi-S-BABB-EDTA-Co 



8BMB 63-5033 (14) 

XLH — HHg It. XIH £D'J ^a;|/7 5 XT 

7 A --C£££<Z>TBEDTA-Co Jft24*/ 

h T S> * A y h (Freund's adjuvant ) 
U . tf;5-I0/*« /tt^Ctf * C L/C. vt> 
7, O $ X a - -7|SBS. v A yP3X63-A«8.G53 tt. 
American Type Culture Collection, Rock lawn, 
HO, 4*6 tt. ATCC©CRL 1580 4: RS* ♦ G 

it *¥OKt V affifttt, Sigaa Chemical Co. (St. 
Louis. HO) IgG,. UG,. , IiGth is Jt 

AWJBtt+^tt^ * TAGO, Inc. (Burli.T 

gaae, CA) frbtotz* 

i$©Balb/C-e $ X % t js 7' -7- V / 7 V x V Y 

•fcttlSIfcTl : 2 ©«£T&£Lfc. £0*383*. 



CCD^cUy h*.. fe&*&fc37*CjD»LfcHPJ1I 
1 «£<t45H(V/V) O-fjlf ^^' , j3-il' (# 
S 1430— 1570 ; BOB Chevicals. Poole, England } 

&i£*RP)tIT 6 atCSS L. 500gT 3 £RB3<&# 
»HSt**BB»OT B tB»0-<Uy h*10 

« FCS-?tt»l,fc. 
JB&l3!&*20fcfFCS <b IOOpH fc#**y*y 

t"f . £ if2000 f?x>i'®-?<<2a?<<?-t*.*t> 

IfiC 800«M©7 i/rr'J v*JJuAfcaiR*« ( 
HATt&ifc) *C^iL *c • RATiBftVttliKTtttlfceX 
A4« T©14HIB«ffl :©c§C, »6L 

T 9 X© * X - ^»lftJ^Cf»£ LT 

v 4 y-o*-f^-0*$*;i/©fcft±afctt. 



St -T8EDTA-C0 j/t*T. ISftfif^'r r v *-r 

-r©v-f>7a^-{^-$xrt/©Igic:, t(. h 
7 y*7x <J yA<t§£LfcTBEDTA-Co 3 ) 

t*«s*raBLfc. 77*-f«:*^ttt, & 

•^4-'©15i^ <r ^1«G ftft^j&II*. HC;SStf60^ 
*)SttWSfeKlSC^^T<7x/ucfe^L/cg*3R 
8 0©«> x ;i/©K-TBBDTA tftft£|5l£L. Ctl 

^©^-^^©^•530*. ;p-t^fi#rn 

tt -TBBDTAtt#T7 y *-f Lfcb 3^(0 8170 
SMRUfc, 3 o© -fe >f y *. WC3A11. HC4B7 
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»HM 63-5033 (15) 



ItG.Vff ? At. TBEOTA-Co , TBEDTA- In ( 

*n^»iHoft**e © Co *?«fctf in ©* 

U - fccfctf, 8LEDTA- IV-In (SRI® 

4 i*J ? < 7 * - S> » ^fcfciififc£<fcr>Ti££UA:. 
« ELISA&<Frijuet) C^^t^Ubfc. tt^S 

T<z>*o c nfcfttttt. Co £ 

fctt In &l*l£tttl**t.-. «*/*^- HH* 



AX 

» p - y 7 ^ 7 X Co-1.4 DT BA8E In-1.4 PT BABE Ip-BLEDTA N 

HC 3 A , * IcCs i.exlO'HOX) 4.5xl0*(3lX) 6 x lO'fT 1 (66X) 

WC 48t IcGi. 1.8x10' 2.4x10* 2. 8 x lO'M" ' <61X) 

HC 3P* IsC. 3.0X10' 2.9X10* 1.7 x 10*M- > C65X) 
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e Buttons* h -5 c <t o :n^A/f 

[n-TBEDTAft*»CH*-4tt*gftH;ai <b 

^ < &*ift#c^£$ft*&*Bctf» 

In-BLEDTA-tV ft * & C & < t . Ctl 
tt. TBEDTA©^tC^*y^ y/BABB/BDTAfflat* 
*A,T*9, tt^ttfct. ±ilt Co-TBEDTA ^ 7* 

~ffcU Cfttt. (9F&*ftfcWC3AllJft*£#L> 
%IW<C, Co-TBEDTA*? «fc la-BLBDTA- IV ft* 
fttt. -t *) MOBKltt^LT^ttC* In-TBBDTAft* 

TBEPTA&g fch My^7x'jygffl.M 




63-5033 (18) 

^©BABE-BDTA-Coi, &Jfc W 2 © «fc "> K $ * 

T. y*> 

I *;u©*> X/^ Ctf LTtfj 4 * /u©BA8B-EDTA-Co 

9 o -7 h ^ 7 7 * - "Gift* $ ft.. * 
$ ft*. 

flftiBgett * *TBBPTA-"W B <D«Kft 

1 -eiT-a fcJ: 5 «c it, edta* <t ckbabe 

-EDTA £. '"Ini^tfru^^^f > «€• L T 
$T Co7&£#ft L/c. BLEDTA- D - 1 1 ' In 7^^ 
v-f > y-BDtA-Iaft**tt. /l/t?^ •> X £ EDTA 

©T. Deftleaer. 1979K fit -s T 8! 8 * ft . BLEDTA- 
W - • * ■ I a". U^-r i/ y-EDTA-Ioft*«jtt, ^ 
f'tT'^ V^^-t-*^lt7'W^70yi 

&&L*:EDTA*£A,-r*?g. ftHttfraaiLT^ 

TiffSaLrt;. TBEDTA-* " Utt. sUfeflfl ©<fc -5 k 



MS Lfc. HC3ALlft#fi£»#tt, !tifcefl2T®£ 
ft*WC3Allfc#£. igW cpog©, (a) 

' 1 1 In-EDTA. Cb) 1 1 1 In-BABE-EDTA, ic) BLEDTA- H 
-"'In. (d) 8L- ST C» . M BLEDTA- IV - 1 * 1 la. * 
fcttffl TBEDTA- 1 1 ' In h <i > * - h 

♦ JRtt/BDTA-" 'In* * tt f, CalSZ*&ta)-(fHi 
200-800 p« /ffl*C#* <fc 9 tfft*. £3 
E©BaJb/C ■***©»J»K:ttJtt,fc. £8*LT 

TiS3£Lfc. *©$!£{§* 3 EOftft-CT^Lfc. 
ft«AM~<d}Ott*ta6#; (Cft*!***** * 
-BABE-EDTABBft€ft-«ttt*> Ttt, 24B*rn1&©& 
ft#«r-<Ttf> 5 M*ff-C* o ft 

y.BABB-BOTA«#**t;) tt. 24l»RBfft 8«J 
«»*fl*«tt 180^6 ©£ £30K£j»;t 

ft dftrt'fc. 



CJc^ti^ftJg-J^^/c, Balb/C **$A©!8J&C, 
KHJJNttUltSttttSoaWMr«»«L^. CHA25S 
T*44BSSftfc. l-*< V ^ /U-EDTA-Iii£tf t 

L--c V ;i/-EDTA-In ( A 7 - i h o 7 x / - ;u -< 
V i? EDTA - In) ^ /U - 7* £ (g T IS S3 $ ft . 

Stt©SIIKTU:. 3^©v^^ti, 100 s ( 

&)0.1ti*!V) ©CHA25SK^^L--C >">*;U-EDTA- l,, In 
ft**&tt*Lfct«*ftMLfc. 24*Htt. ^ 

»tai, ©is* *?jtof« 2 Acfttf^^ 
< •o^©*am© ,,, ia u^^^^^fc, 

h^^KliJUfc. 3 E5©^^ z©¥^ffi<i:. i§m 
.ff£tt&4<&2 A0(|iftam£3R£ft?t'4. BI 
»/li«(T/0) lfct3:S©^^c^$ nxv>4. & 
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ftBHBfl 63-5033 (17) 



2 A 



241*131. ttK 



S.D. 




13.41 ±1.48 
3.23 ± 0. 48 
6,50 ± 0. 91 
5.76 ± 0.85 
2.50±0.37 
3.73±0.81 

11.26 ± 1.40 
1.18±0.16 
1.42 + 0.22 
2.35 ± 1. 19 
2.07 ±1.42 



0.8 
3.5 
1.7 



9.6 
8.0 
5.7 
7.4 



>*;u-E0TA- M, In fc£ft*«*tfc. 14NI&. 
J;O f «t»u*«'®B*/'H»*9ii*tt. 



* 2 B 

a^t y^fiUi 4 231*1111 IRC fit ft 184 

^rr ***** i i*roi««D ait 



-1^ 



24.01 ±0.80 
5.40 ± 0.49 
9.72±0.24 
6.35 ±0.50 
3.03 ±0.27 
5.87 ±0.81 
4.08 ±0.51 
1.44 ±0.16 
1.57 ± 0.09 
1.60 ± 0.20 
1.51 ± 0. 19 



T/0 tt 

0.17 
0.76 
0.42 
0.64 
1.36 
0.70 

2.84 
2.59 
2.57 
2,73 



*3<DJM*-Ctt. *S9]cc<fc * tt#. ftft*'i 
T 7 ft £!&cZ>&^*£?t r * c <fc Cck 

^Ta**4l*B»OJBttft©fl**W'<fc. CHS255 

tftft*. 3E£©l!i%it:^nfh!S^t, 24WISIA 
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